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DETAILED ACTION 

Receipt of applicants' amendments and remarks filed on June 7, 2007 is acknowledged. 



Status of the Claims 
Claims 1 1-13, 15-16, and 21-28 are pending. In an "Amendment-After Non-Final 
Rejection" filed on June 7, 2007, Applicants have cancelled claims 1-10, 14, and 17-20. Claims 
22-28 remain withdrawn from a reply to a restriction requirement filed on November 16, 2006. 
Accordingly, claims 1 1-13, 15-16, and 21 are considered herewith. 



Response to Arguments 

Applicants' have cancelled claims 1-10, 14, and 17-20. 

1 . Applicant's arguments, see "Amendment- After Non-Final Rejection" filed on June 7, 
2007, with respect to the objections to the "Drawings" to figures 1 and 3 have been fully 
considered and are persuasive in part. The amended figure 3 has corrected the typographical 
error in the spelling of "Beck Scores". The objection is maintained for figure 1 as the Xerox 
copy still remains dark and difficult to read. Thus the objection to figure 3 has been withdrawn 
however, the objection to figure 1 is maintained. 

2. Applicant's arguments, see "Amendment-After Non-Final Rejection" filed on June 7, 
2007, with respect to "Rejections under 35 U.S.C. § 1 12, 1st paragraph" to claims 1-2, 6-8, 10- 
17, and 19-20 have been fully considered and are persuasive. Furthermore, claims 1-10, 14, and 
17-20 have been cancelled. The amended claims 1 1-13, 15, 16 and 21 have corrected the 
enablement rejection to "treating a chronic neurological disorder" by using "treating 
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fibromyalgia syndrome or pain" and to "comprising administering an antidepressant" by using 
"comprising administering milnacipran". Thus, the Rejections under 35 U.S.C. § 1 12, 1st 
paragraph to claims 1-2, 6-8, 10-17, and 19-20 have been withdrawn in light of the amendments. 

3. Applicant's arguments, see "Amendment-After Non-Final Rejection" filed on June 7, 
2007, with respect to "Rejections under 35 U.S.C. § 102" to claims 1-3 and 6-21 has been fully 
considered and are persuasive. Furthermore, claims 1-10, 14, and 17-20 have been cancelled. 
The reference Kranzler and Rao (U.S. Patent 6,635,675) is not 102(a) reference but rather a 
102(e) reference. Furthermore, the reference Kranzler and Rao (U.S. Patent 6,635,675) does not 
teach "a dosage escalation of milnacipran for treating FMS in which the milnacipran dosage is 
maintained for a time period greater than three days before escalation". Thus, the Rejections 
under 35 U.S.C. § 102(a) to claims 1-3 and 6-21 have been withdrawn in light of the 
amendments. 

4. Applicant's arguments, see "Amendment-After Non-Final Rejection" filed on June 7, 
2007, with respect to "Rejections under 35 U.S.C. § 103" to claims 1-3, 6-10, 14-16, and 19-21 
has been fully considered and are not persuasive. The examiner maintains the Spencer et al. 
reference (Drugs, 1998, Vol. 56, pp. 405-427) does teach a dosage escalation of milnacipran and 
that it would be obvious to optimize the dosage and the duration of milnacipran therapy under In 
re Alter, "[W]here the general conditions of a claim are disclosed in the prior art, it is not 
inventive to discover the optimum or workable ranges by routine experimentation." In re Alter, 
220 F.2d 454, 456, 105 USPQ 223, 235 (CCPA 1955). Furthermore, the Kranzler et al. 
reference (Psychopharmacology Bulletin, 2002, Vol. 36, pp. 165-213) does teach milnacipran 
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can be used to treat FMS. See rejections below. Thus, the Rejections under 35 U.S.C. § 103 to 
claims 1-3, 6-10, 14-16, and 19-21 have been withdrawn in light of the amendments. 

5. Applicant's arguments, see "Amendment-After Non-Final Rejection" filed on June 7, 
2007, with respect to "Rejections under 35 U.S.C. § 103" to claims 1 and 17-18 has been fully 
considered and are found persuasive. Furthermore, claims 1-10, 14, and 17-20 have been 
cancelled. Thus, the Rejections under 35 U.S.C. § 103 to claims 1 and 17-18 have been 
withdrawn in light of the amendments. 

6. Applicant's arguments, see "Amendment-After Non-Final Rejection" filed on June 7, 
2007, with respect to "Double Patenting Rejections" to claims 1 and 9 has been fully considered 
and are found persuasive. Furthermore, claims 1-10, 14, and 17-20 have been cancelled. Thus, 
the Double Patenting Rejections to claims 1 and 9 have been withdrawn in light of the 
amendments. 

7. Applicant's arguments with respect to claims 1-3, 6-10, 14-16, and 19-21 have been 
considered but are moot in view of the new ground(s) of rejection. The following new 
ground(s) of rejection to the amended claims 1 1-13, 15-16, and 21 are used herewith. 

Drawings 

8. The drawings are objected to under 37 CFR 1.83(a) because figure 1 fails to show clearly 
the dosing schedule of the "treatment protocol" as described in the specification (page 20, line 
8). Figure 1 is of poor print quality that hinders the ability of any one skilled in the art from 
interpreting properly. Any structural detail that is essential for a proper understanding of the 
disclosed invention should be shown in the drawing. MPEP § 608.02(d). Corrected drawing 
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sheets in compliance with 37 CFR 1.121(d) are required in reply to the Office action to avoid 
abandonment of the application. Any amended replacement drawing sheet should include all of 
the figures appearing on the immediate prior version of the sheet, even if only one figure is being 
amended. The figure or figure number of an amended drawing should not be labeled as 
"amended." If a drawing figure is to be canceled, the appropriate figure must be removed from 
the replacement sheet, and where necessary, the remaining figures must be renumbered and 
appropriate changes made to the brief description of the several views of the drawings for 
consistency. Additional replacement sheets may be necessary to show the renumbering of the 
remaining figures. Each drawing sheet submitted after the filing date of an application must be 
labeled in the top margin as either "Replacement Sheet" or "New Sheet" pursuant to 37 CFR 
1 .121(d). If the changes are not accepted by the examiner, the applicant will be notified and 
informed of any required corrective action in the next Office action. The objection to the 
drawings will not be held in abeyance. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

9. Claims 11-13, 15-16, and 21 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Kranzler et al. (U.S. Patent 6,635,675). 
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Kranzler et al. teach treating a chronic neurological disorder or pain, e.g. fibromyalgia 
syndrome (FMS) or chronic fatigue syndrome comprising administering milnacipran (abstract; 
and column 3, line 47). The amount of milnacipran administered is in the range of about 50 to 
400 mg per day (column 12, lines 20-22). 

Kranzler et al. also teach milnacipran is non-toxic in humans and administered in an 
escalating dosage (column 6, lines 24-28; and column 14, lines 55-61). 

Regarding the dosage escalation of milnacipran as recited in claims 11-13, 15-16, and 21, 
it is noted that Kranzler et al. teach milnacipran is administered in an escalating dosage, which 
closely meets the dosage escalation of milnacipran set forth in claims 1 1-13, 15-16, and 21 
(column 14, lines 55-61). It is considered that one of ordinary skill in the art at the time the 
invention was made would have found it obvious to vary and/or optimize the amount of 
milnacipran provided in a composition and the duration of milnacipran treatment, according to 
the guidance set forth in Kranzler et al., to provide a composition having the desired dosage 
escalation of milnacipran. It is noted that "[W]here the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimum or workable ranges by 
routine experimentation; 5 In re Aller, 220 F.2d 454, 456, 105 USPQ 223, 235 (CCPA 1955). 

Regarding the time period of milnacipran as recited in claims 1 1-13, 15-16, and 21, it is 
noted that Kranzler et al. teach milnacipran is administered every 3 days for a total treatment 
period of 6 weeks, which closely meets the time period of milnacipran treatment set forth in 
claims 1 1-13, 15-16, and 21 (column 14, lines 55-61). It is considered that one of ordinary skill 
in the art at the time the invention was made would have found it obvious to vary and/or 
optimize the time period of milnacipran treatment, according to the guidance set forth in 
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Kranzler et al., to provide the desired time period of milnacipran treatment. It is noted that 
"[W]here the general conditions of a claim are disclosed in the prior art, it is not inventive to 
discover the optimum or workable ranges by routine experimentation." In re Aller, 220 F.2d 454, 
456, 105 USPQ 223, 235 (CCPA 1955). 

Regarding "patient safety profile" and "peak plasma concentration" as recited in claim 
16, Kranzler et al. teach milnacipran is non-toxic in humans (column 6, lines 24-28). It is 
obvious that milnacipran, which is non-toxic in humans, would have a positive safety profile and 
a suitable peak plasma concentration (C max ). 

10. Claims 1 1-13, 15-16, and 21 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Koppel (U.S. Patent Application No. 2004/0014739) in view of Spencer et al. (Drugs, 1998, 
56, 405-427) and Kranzler et al. (Psychopharmacology Bulletin, 2002, 36, 165-213). 

Koppel teaches the anti-depressant N-acetylated-a-linked acidic peptidase or 
NAALADases (page 1, paragraph [0004]), its use to treat depression, pain, circadian rhythm 
disorder (page 6, paragraph [0107]), Attention-Deficit Hyperactivity Disorder (ADHD), and 
Post-traumatic Stress Disorder (pages 6-7, paragraph [0108]). 

Koppel also teaches a prolonged release dosage form (page 1 1, paragraph [0128]). 

Koppel does not teach dose escalation of milnacipran, milnacipran is well tolerated in 
human patients, and milnacipran as a treatment with fibromyalgia syndrome (FMS). 

Spencer et al. teach milnacipran is used to treat depression (p. 408), the treatment of 
depression using dose escalation of milnacipran (p. 406), and milnacipran is well tolerated in 
human patients (p. 409). 
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Kranzler et al. teach N-methyl-D-aspartate (NMD A) receptors are in the pain processing 
pathway and that inhibitors of NMD A can reduce pain and are analgesic (pp. 170-171). Kranzler 
et al. further teach antidepressants are a common form of therapy for many chronic pain states, 
including FMS (p. 186). Kranzler et al. also teach the antidepressant milnacipran exhibits mild 
NMDA inhibition (p. 190). Since NMDA inhibitors can reduce pain and since milnacipran can 
inhibitor NMDA, therefore, milnacipran can be used to treat FMS. 

Accordingly, absence the showing of unexpected results, it would have been obvious to a 
person of skill in the art at the time of the invention to employ the antidepressant NAALADase 
of Koppel to treat depression because the compounds of Spencer et al. and Kranzler et al. are 
antidepressants and analgesics and according to Spencer et al. and Kranzler et al., milnacipran 
treats depression as well as pain associated with FMS. 

The motivation to combine the compounds of Koppel to the compounds of Spencer et al. 
and Kranzler et al. is that the compounds of Spencer et al. and Kranzler et al. are antidepressants 
and analgesics and that such antidepressants and analgesics treat depression as well as pain 
associated with FMS. 

It is noted that "It is obvious to combine individual compositions taught to have the same 
utility to form a new composition for the very same purpose" and "It is obvious to combine two 
compositions taught by the prior art to be useful for the same purpose to form a third 
composition that is to be used for the very same purpose". In re Kerkhoven, 626 F.2d 846, 205 
U.S.P.Q. 1069 (C.C.P.A. 1980). 

Regarding the dosage escalation of milnacipran as recited in claims 11-13, 15-16, and 21, 
it is noted that Spencer et al. teach a dose escalation of milnacipran from 50 to then 100 mg (p. 
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406) and Kranzler et al. teach milnacipran treats FMS (pp. 170-171, 186, and 190), which closely 
meets the dosage escalation of milnacipran set forth in claims 1 1-13, 15-16, and 21. It is 
considered that one of ordinary skill in the art at the time the invention was made would have 
found it obvious to vary and/or optimize the amount of milnacipran provided in a composition 
and the duration of milnacipran treatment, according to the guidance set forth in Spencer et al. 
and Kranzler et al., to provide a composition having the desired dosage escalation of 
milnacipran. It is noted that "[W]here the general conditions of a claim are disclosed in the prior 
art, it is not inventive to discover the optimum or workable ranges by routine experimentation." 
In re Alter, 220 F.2d 454, 456, 105 USPQ 223, 235 (CCPA 1955). 

Regarding the time period of milnacipran as recited in claims 1 1-13, 15-16, and 21, it is 
noted that Spencer et al. teach dosage escalation of milnacipran for 4 weeks (p. 406) and 
Kranzler et al. teach milnacipran treats FMS (pp. 170-171, 186, and 190), which closely meets 
the time period of milnacipran treatment set forth in claims 11-13, 15-16, and 21. It is 
considered that one of ordinary skill in the art at the time the invention was made would have 
found it obvious to vary and/or optimize the time period of milnacipran treatment, according to 
the guidance set forth in Spencer et al. and Kranzler et al., to provide the desired time period of 
milnacipran treatment. It is noted that "[W]here the general conditions of a claim are disclosed 
in the prior art, it is not inventive to discover the optimum or workable ranges by routine 
experimentation.' 5 In re Alter, 220 F.2d 454, 456, 105 USPQ 223, 235 (CCPA 1955). 

Regarding "patient safety profile" and "peak plasma concentration" as recited in claim 
16, Spencer et al. teach milnacipran is well tolerated in human patients (p. 409). It is obvious 
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that milnacipran, which is well tolerated in humans, would have a positive safety profile and a 
suitable peak plasma concentration (C max ). 



Double Patenting 

Obviousness-Type 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re LongU 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

1 1 . Claims 1 1 and 21 are rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1 and 3 of Kranzler et al. (US 6,635,675). 

Claim 1 of Kranzler et al. is directed at a method for treating chronic fatigue syndrome 
(CFS) comprising administering milnacipran. Kranzler et al. teach the methods of treating CFS 
and FMS using the same compound, milnacipran (abstract). Thus it is obvious the method of 
treating CFS employing milnacipran can also be applied to FMS. Kranzler et al. further teach 25 



to 400 mg per day of milnacipran and dose escalation of milnacipran (column 12, lines 20-22; 
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and column 14, lines 55-61). It would be obvious that milnacipran may be administered in a 
dosage escalating formulation as long as the dose is in the range of 25 to 400 mg per day for a 
number of days in the treatment protocol. 

Thus the method of treating FMS comprising administering milnacipran is not patentably 
distinct between Kranzler et al. and the instant application. 

12. Claims 1 1 and 21 are provisionally rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1 and 20-21 of copending Application 
Hirsh et al. (11/192,885). 

Claims 1 and 20-21 of Hirsh et al. are directed at a dosage escalating milnacipran 
formulation. The instant claims 1 1 and 21 are directed at a method for treating fibromyalagia 
syndrome or pain comprising a dose escalating administration of milnacipran. It is obvious that 
the dosage escalating milnacipran formulation of Hirsch et al. can be up to 100 mg for the first 
dosage of milnacipran and 1.5 to 2.5 times greater than the first dosage for the second dosage of 
milnacipran. Accordingly, the dosage escalating formulation of milnacipran formulation of 
Hirsh et al. is the same dosage escalating milnacipran formulation used in the method of treating 
fibromyalgia syndrome or pain of the instant claims. Thus the milnacipran formulation is not 
patentably distinct between Hirsh et al. and the instant application. 

This is a provisional double patenting rejection since the conflicting claims have not been 
patented. 

Conclusion 

13. No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Carlic K. Huynh whose telephone number is 571-272-5574. The 
examiner can normally be reached on Monday to Friday, 8:30AM to 5:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on 571-272-0629. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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